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eft 1 1 

CjS (I) tfr, (R 1 , R 2 , R 3 i3J:t> , R 4 «llI-X^M^oT7K^M^> AD 
y>M^> - h U *&3*iT^T% J: v>C 1 _ 6 r^/^3t, Sift 

J^C^g^^r^n^S/gSr^U S £{C R 1 ^ R 2 XitR 2 t R S XIZR S 

£R 4 T*mmm. ^mm. mmmxi*Tji*vy*?**r*/m*mmLT%&^ 

mtaox&i 6©^c£^-r o ) 1?^$ ^^liflfe V^ftfr© 

^tix^x^^^c 3 _ 8 i/^uyjv^;vm, 2, 2- (r;i/^r i^^^^e/) 

lit 2} 
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v^;bA^-f;i/& S^$tirv%T%i v^A'tff^^i/g. ^;i/^^h*X«c 

(1) i-/<>^;i/-4- c (2 -7)\,7tu- 1 ->r >) - 2->r;i/] * 

(2) l 4 - [ (5 h=^>- 2 --7;i/^-n- l ->f » 
-2 — f ;p] ^^;nf/^u 

(3) 1 -KyV)V-± - [ (5, 6 h^ri/- 2 -7/M\n- 1 — f 

(4) 1 -^>i>Vb-4 - [ (5, 6-yifJfi/-2-7MD-l — iV# 

j» -2-^r;i/] ^^;btr^u^>, 

(5) i-^v^;i/-4- [ [5, 6-$; (i -yntf;i/^-^i/) 
u- i-4># J >] -2--r;i/] ^^;i/tf^u^>. 

(6) l -K^^;b-4 - [ (5, 6 -y* b*r*s- 2 -^;i/;fa- l ->f 
y» -2 — f;i>] fcf/<U2», 

(7) i-/<>^;i/-4- [2- [ (5, 6 -P* b*i/- 2 -yjv^tu- 1 - 
-f>#V>) -2--r;p] x^;i/| tf/^u^>> 
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(8) 1 -s<yi?;i-4 - [3 - [ (5, hdri/-2-7^^n- 1 - 

(9) l - (2 - 7;b7hn^>^;i/) -4 - [ (5, 6 -V* h=*£/- 2 
;f n- l -^>#V >) -2--f;i/] *^;i/tfxy 

(10) l - (3 -yfr-tuKyy^) -4 - [ (5, 6 -*?*h*Z/- 2-y 
l y) -2--f;i/] ^^ju\f^<v *?y. 

(11) 1 - (4 -? )\sJtW<y*J)],-) _ 4 _ [ ( 5> 6 2 -7 
;i/^-o- l ->f y #j y) -2 — f;b] ^^n>\£^)Vy, 

(12) 1- (3 *?/!/) -4- [ (5, b*ri/-2-7fr 

(13) 1 -S/*n/\3r^;i/;*^;i/-4 - [ (5, G-*J*Y3r : y-2-7)\/7t 

u-i-4y#;y) - 2-4)vl zj-jwkv vy, 

(14) i -Kys?)]s-4 - [ (5, h^sy-2-^nn- i--r>#* 
7» -2-^jil *^;i/tf^u 

(15) i-^^-4-[(5, 2 -*nn- i -^f>^ 
7>) -2-4)1] ^^;nf/<u 

(16) 1 -^>S?;i/-4 - [ (5-n:hdpt/-6-^h^e/-2-^Qn-l 

(17) l -/<>^;i/-4 - [ (5, 6 -p* b*S/~ 2 -^n^e- l — iy# 
jy) -2-4)V] z^jutff) *?y* 

(18) 1 -^yp)V-4 - [ (5, b*ris- 2 -**)l- 1 — f 

i xit 2 mm® s/ 
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^ 0#2OO2-O13362 ^ 

m&m e ] is ?^mikmmmm&mmfrmm(D=?m • mm • akmmv&z 
m#m7i mnmm<D^m • mm • B5c#^j^^^it^i xi*2mM<D*sw 

a 

CIBNfcgl 1] 55 (I) T?* 3ft 5 >f 

(1) l-/<>^;i/-4- [ ( 6 -:nhaf*/-5-* S**/- 2 -7;b;fa- 1 
— iy$jy) -2--r;b] *^;i,fcr^y 

(2) 1 -Kyi?;i-4- [ (5-ib^>-6-^ h*is-2-7JV*U- 1 
--Y>#V» -2 — f;i/] ^^;i/tf^u^>, 

(3) .1 ~^>^;i/-4 - [ [8-* h^S/-5- (1-^DW*^) -2 

(4) 1- (2 -7;i/^-n^>^» -4- [ (5, 6-^:ch^>-2-7;i/ 
rt*n-l — f>£V» -2--f;i/] j*^;i/tf^y 

(5) 1- (3 - 7)\,JtW<yp)\,) -4- [ (5, 6-i;xh^J/-2-7;i/ 

(6) 1- (4 - 7)itfw<>V;b) -4- [ (5, 6-j;xh^J/-2-7;i/ 

*n- l -- f y$j y) -2 — f;i/] *ms\**.v*?y, 

(7) l- (2-^nn^j;;i/) -4- [ (5, g-Vzlv**/- 2-7 ji* 
n-i — fy#jy) -2 — fn>] **-;n*"Cy 

(8.) 1- -4- [ (5, 6-S?3lh^>>-2-7^ 
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n-i — (y#J» -2-<ffr] *<?j]/i£s<v py. 

(9) 1- (4-^Dn^>W -4- ['(5, 6-i?Xh^i/-2-7M 

u-i-^ytfjy) -2->r;i/] j*^;bfcr^y 

(10) l - (2 -Z^-frKypfy) -4 - [ (5, 6 h3f*/- 2 

*u- 1 ->f » - 2 ->f /b] *3=-;n^y 

(11) l- (3-t^jiKyp;]/) -4 — C(5, 6 -s;xh*5/- 2 
*n-i — r>*v>)-2 — r;i/] ^^;i/tf/<i;^>. 

(12) l - (4 -^^;i/^>^;i/) -4 - [ (5, 6 -s?x 2 
*u- i -4y#j y) -2->r/i/] ^^;i/tr^u 

(13) l -i/^n^>^;b^^;ix-4 - [ (5, 6 -e;x h^ps/- 2 -7)\,$r 
u-i-^ytfjy) -2 — f;i/] **Xs\£'<VPy* 

(14) l -i/^n/\^r$/;i/^^;i/-4 - [ (5, 6-j;xf^>>-2-7M 
n-i--f>£V:/) -2->r;i/] 

(15) i -S/^n^\^^;^^^;i/-4 - [ (5, 6-j;if^i/-2-7M 
n-i--f>#V>) -2 — f;v] ;*^;i/bf^y 

(16) l -2/?n;f ?^;b*?-;i/-4 - C (5, 6-^xh^pi/-2-7M 
n-i--Y>#V» - 2 - -f ^f^/^'Ji;>, 

(l 7) i-^y^jv-4 - [ h*i/-e-* h^2/-2-7A/ 

*n-i --f >*V» -2--f;i/] *^;n^y i/^^^S^t-StfeS 
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[38iH0D£fc8lfffc§itPi] 

[0 0 0 1] 

#*8H!tt, 2 1 — (y#; yMMikM 2 — gm- 1 — fy#jym 

[0 0 0 2] 
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A #2002-013362 ^ 

^^^^ 

^M&IS^f Stffcfx- S :7*>f ofcl/T 1 9 7 6^lC||ni 

^ vg£#fci*8l5ftitt & r h tfHB 6 £ & o T ^ *"tS&#JC*S-& 
»tt^JSSt&ia©fil«iibTftBSftTSfe (Pharmacol. Rev 
iews, 42, 355 (1990)) „ ^O^L. 3 &K:^V££#fcW?-5ffl5fe#3i#, % > 

#^3&f^M*^ii:^*if (B^Sfg, 114, 3 (1999)) £*lTV^ D 

i/?^&mim&wm*m-*2>fci!im\zm\sx\^ m^rnrn^-^ - 50517 
2 %&mK.mmznfc%mwi9iM<D 1 n tk*jwi y mm* e 

-3 2 9 5 3 5^&*fcW^3ftfe^^£##tfgfftlk #H^7 - 8 9 9 4 9 
izm^tS ft tc 1 , 4- (S?7i-^7^/^) tf^^2?i/«*#, #i¥9~5 

0 8 8 9 3#^fgic^$ti^2-ru-;bT;i/^-;i/Tift/^nT;i/^>SI# 
#:> 1 - 5 0 3 1 4 0^>&#tMa%anfe^^vS##«««llbfclSI« 

- [ (5, h^ri/- l --f >) - 2 --r;i/] **\n/t**y2;># 

Med. Chem., 37, 364 (1994) . 33 J: tfNe 
uroscience Lett. , 260, 5 (1999). (CT, 3 1 - [ (5, 6 

1 -3 4 9 4 8 l^&miZTmmZftT^Z. 

L/TJKTtc»*f«^ft ( [1] - [3] ) &#£LTV*S„ 
[1] * 
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[ft 3] 

Tf^stis^ifeifett-ecD^awjcff^s^isia (4fW2 000-31925 

7) o 
[2] * 
[ft 4] 

R 1 Qj-R 2 

[ft 5] 

C (5, 6-^^ h3f*/-2 -?;i/;f a- 1 ->f » -2--f;i/] 

ft C4#BS 2000-319258) D 
[3] 5$ 
[ft 6] 

R 1 Qm-R* 

[55*, R 1 ^ 
[ft 7] 
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>f>m* (fc£l7>yiI?S:^<) ml* 0 * fefc 1 L 6 

Bt&a**; nliUj;^l4(Z)SI?:gt„ ) T'^S ti^S^&^i" ; R 2 & 

##%L<tt^©||a^»^^$tl««L*fctt*tie)©*5ftI# (#i2 0 0 1 
- 1 3 9 5 4 7). 

[0 0 0 3] 

[##18 b * e> h -t mm 

*#g*8# & ^ *i -r^^«t>' * *vs##«te*ff©«« & g » £ 

bT«5WftW ftffo feftML frfclc 2 -Ml- l ->f > *V 

[0 0 0 4] 

flpfc, #3&I8», 1 ) * 

lib 8] 

R 1 o 

^- l $ 1 ^ HS)5r ^ , ' R ° (l) 

£3; (I) (R 1 , R 2 , R 3 i3J:t>*R 4 ^ra-X^M^oT7jcmM-?, 

>f>m*, TkWtm. -h'JM, MIStl^T^^C^T/l/*/!,*, St 
3*lTV>T%J^Cg_ 8 $/*n7/l/3f/l/ak @a£nTV^ : &^C 1 _ 6 7;i':33 i 

s^at, mis*itv^t% AVNCg.gj/^nr^^^i/^ mi3*itv*t% £^ 
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tiTVNT% t fcv%c 1 _ 6 r;i'^;ur^ ; Ji;itf-jv**rZ/m. Sifts *itv>t% «fc 

V^&^Cj.g^^y^n^S/gfc^U $ 6>JCR 1 iiR 2 X«R 2 ilR 3 X}iR 3 

TVNT=foJ:VNC 2 _ 6 T;i/>5r~;^ SifeStiTVNTfc £VC 2 _ 6 7;i/3f^;i/g, fi 
[ft 9] 



TV>T%j:VAC 2 _ 6 T;i/dr-;i/S> S^£;ftT <fc VnC 3 _ 8 S/# U 7>0/3r;i/ 

«g|$tiTV>T%J;v%C 1 _ 6 T;i'ndri/S, g^3*iT V%T=fo J: ^C^gT 

T=fo &^7?Jl*JV**i/m^%:7jkL. $e>iC, R 7 &2otf)R 7 £e> LT'Blflfr 



1 0 
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) 5£ (i) Tgt£*i£-f>#v 

(1) l -^>^;i<-4 - [ (2-7;i/^-n-i ->f >*V>) -2--f;u] * 

(2) 1 [ (5-* h^rS/-2-7^n-l ~-f>#V y) 

(3) i-k>^-4-[(5, h^i/-2-7;i/^-n-l->f 
y» -2 — f;i/] j*^;i/t?^.y 

(4) i -s<>V)v-4- [ (5, 6-j;xb^i/-2-7;i/tn-i->f>^ 

7» -2-4)11 j*^/Hf*Cy 

(5) l-^>^VV-4- [ [5, 6-Z? (1-zfU Vfr***/) 

u-i — fy#jy] -2-4JV1 t^-jiVKV 

(6) l -/<>*?;i,-4- [ (5, h^$/-2-^;i/^-n-i--r>^ 
^» -2— f;i/] tf/^y^^, 

(7) l -K>y;i.-4 - [2- [ (5, h^r^-2-7;i'^n-l - 
4y$jy) -2 — ovl tf^y^>, 

(8) 1 -^>>^;i/-4 - [3- [ (5, Y*is-2-7)\,*U-l- 

>f>#V>) -2 — f;i/] ^*ntf;i/] tf/^y^v, 

(9) l - (2 -7;i/^n^<>^;i/) -4 - [ (5, 6 ->:?;*. 2 -y;i 
*u-i-4y#jy) -2--f;v] ^/i/tr^y 

(10) 1- (3 -ZtfyTtUKyVfy) -4- [ (5, 6 b*ris- 2 -7 

)i#u- l -4 y#j y) - 2-4)\>l ;*^;i/fc?A;y *?y y 

(11) 1 - (4 -7ji*v<ypn>) -4 - [ (5, 6 2 -7 
;i/^-n- l ->r » -2->f/i/] ;*^;i/tf/<y 

(12) 1 - (3 -**fr<<yy)\,) -4 - [ (5, 6 -V* 2 -7JV 
Jtu-i-jytf jy) Vy, 

(13) l -i/^nA^i/;w^;i/-4- [ (5, 6 -s^* h^f*/- 2 -:7;i/;t 
n- l --f >) -2--f;i/] **;i¥<<v *?y^ 

(14) 1 -^>y;b-4 - [ (5, 6-^h^ri/-2-^nn-l — 



l l 
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^#2 0 0 2-0 1 3 3 62 ^ 

(15) i - I (5, 6 -s?:c h^f 2 nn- i--f ytf 
;y). -2 — f;i/] *^;i/t?/<y 

(16) l -^>^;i/-4- [ (5-:nb3f^-6-*h:3fS/-2-?na-i 

(17) l -K>^;i/-4 - [ (5, 6 h^ps/- 2 -yn^- l — 
jy) -2 — f;H j*^;i/fcf/<y *Jy. 

(18) 1 -^>^Vb-4 - [ (5, 6-^* h*cis-2-*^;i- l-4y# 

jy) trjiif^vstyfrbmittitc— m"Z%>& l) IB^©>f 

S2/^S&tt*g-&*ff; 3). i/^SSftS^XIi^yTgiftffittftffl-e 
l ) XH: 2 ) ^S*fMS-£*l ; 4 ) J/m^itt©EI 

^S&^*<Z)^B&-|&* •qSc#Sg , Tf»«i) X&2) 

*ff ; 5) 2/^V^#:fSm^^^*30IBcZ)^B§ • mm • 3c#MT*&S 1 ) 

%$mmm<D^ffi • mm • 1 ) x\t 2 ) ib«© ^ ; 

iajK±*e*s 8) ffl&<D*/?**&mm&&m ; 10) ^r»«iB*#3WTf*s 

l) Xtt2) K«cDS/^T5e##IS^«r; n)^(l) T-igt^tiS-O^V 

(1) 1 -;<yi?;v- 4 - [ ( 6 -x h=5f s>- 5 hdr->- 2 - 1 

(2) 1 -^>>^;i/-4 - [ (5-xhSr*/- 6 h^S/- 2 -^;v^n - 1 
--f>#V>) -2--f;i/] ^^tr^u 

(3) 1 -/Osm,-4 - [ [6-* b*is- 5- (1 -^"ntr^dps/) -2 
-yjv^tu -i-^y#jy~\ -2-Jjvl t^jv^^Wy, 
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(4) 1- (2-7 }V*W<Z/V)V) -4- [ (5, 6-S?xh^$/-2-7^ 

tf-n-i — iy#jy) -2-^M *^/nf*y s?y. 

(5) 1- (3 -Z7Jl*W<> -4- [ (5, 6-V^h*i/-2-7)V 

Jtu - i-^y# j y) -2-^r;i/] *^;i/fcr^y 

(6) 1- (4:-7fr*W<yi?;i,) -4- [ (5, 6-^Xh^i/-2-7;i/ 

(7) l- (2-^nn/<>^;i/) -4- [ (5, 6 -t?x 2 - 

(8) 1- (3 -9 nnK>^) -4- [ (5, 6-^Xb^i/-2-7^ 

n-i — (y^'jy)-2-^jvl^^jv\£^.wy, 

(9) 1- (4 -truuKypfy) -4- [ (5, 6 - S?x h dpi/- 2 - 7 A/* 

n-i — f y#j y) - 2 ->r;i/] z^jixkv *?y % 

(10) 1 - (2 -*^;p/<>*?;i/) -4 - [ (5, 6-j;ih^>>-2-7^ 
tfn- 1 --f » -2->f;i/] ^fMJ^yyj/, 

(11) 1 - (3 -**jv<yV)i) -4 - [ (5, 6-i;ih^i/-2-7;i/ 
tfn- 1 ->f » -2->f;i/] ^^ji/tf^y 

(12) 1 - (4 -*^jv<yp;i) -4 - [ (5, 6-^xhdpi/-2-^;i/ 
tfn-i — <y#jy) -2 *^;i/tr/<y 

(13) 1 -$/^n^;y^;t/*^;i/-4 - [ (5, 6-i?xb^j/-2-7^ 
n-i-^i/^Vv) -2--r;v] *^;i¥KWy y 

(14) 1 ->>^n/\^s>;i/^^;i/-4 - [ (5, 6 -e?x h^p*/- 2 -:7;i/;fr 
n-i->f>*V» -2->f;i/] t^jvif^v py, 

(15) 1 -t/^n^\^;i/^^;i/-4 - [ (5, 6 -$?xhdp*/- 2-7fr# 
u-i->(y# jy) -2 — f;i/] ^f-;v^KV i>'y. 

(16) 1 -e/^n^-^^;i/^5 1 ;i/-4- [ (5, 6 -S?Xhdp$/- 2 
n-i--f>#V:/) -2->f;i/] ^^/i/tf/^u Py. 

(17) 1 -^>^>Vi/-4 - [ (5 -vr J 6 b*i/- 2 -yjv 
*u- 1 -4 y#j y) -2->f;i/] *^;i/t:^y py-frbmittifc— m~£&& 

jy#jyMMifc%L<i*^<Dmmmcmmzft&i&xi*^tib(D7m® ; 1 



fBSE#2 003-3008633 




#2 002-013362 



2) 1 1) mm<D-<y#; yntg<fr*)L<\z*<Dmm®izffi!&zti2>i&xte*n 
b&Tkmmz&mvT&zmmmm®'; 1 3) i/m^f^it^s 1 2 
) mm^mmmm® 14) isy^%mftmffimxizi/y^&m&mmmx 
S5i2) tH«©^m# ; 15) */ ?^m<kftm'&<DfeM&%ntem& 
<D^m • mm • &mMT*&& 1 2) tmnm&mmm is) 
m#M^^f^^m©^Kr • mm • e£#£!it*&£ 1 2) gB^^^mia^ti ; 1 

7) ^?^m.^m«;IS0fie • ^ • afe#^JT^5 1 2) ib 

mommmmm ; 1 s) mnmmn^®^ mm • &^T&&!iN^n 2ih^ 

S l mX±^Hb& l 2 f taig<zmmm*» ; 2 0) MifaW'IM^&tf/Xte^ 

bMlRZtiZ im&>±X&Z> 1 9) IB^©S/^V^#:^^J; 2 1) ftll&li 
fgafc#£lH?&£l 2) ta^©^M^%; 2 2) Tiz^l/ny >:n;*5^-i? 

lassre&s 1 2) mmommumm •, 23) ^a-h-^*, mi^sk*, & 
23) ia«©^«%, cwtSo 

[0 0 0 5] 
[0 0 0 6] 

t&IB^; (I) lc£v^ r;Nn/f>l?j 77», aBRJBC*, Mm 

[0 0 0 7] 

ffrfB^; (i) }c&tt& rc^gT^dr^j ^i§:i~6 0DT;i/=¥;^S 
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, 2-^^;i/y5 1 ;i/^©il[^X}^^T;v^;i/S^fe^ 
itffH^; (i) (c&tf& rc 3 _ g j/^n7^^Sj att, ^^3 — 8©^r 

[0 0 0 8] 

*b*ym, ^b*ym. n-^u^ym. i-7utf*ym, n--?b*ym 

, i-^h^ri/S. t-^h^fS/g, ^>^;i/^dp>>«, ^\^ri/;^^i/S^ODilC 
[0 0 0 9] 

ItfSB^; (i) jc^^s rc 3 _ 8 i/^nr;u3^i/Sj tcfcws^i: uv^t lt 
n^nsK^ri/^, y^u-fb^ym. ytu^yj-frTt^ym, y#u 
^yjix^-ym, t/ 9 u<\-7* y tuzt 9 ^jv^-^-y %tf$>vft> 

n^^M^-ym, yvu*i73-)\j*stymre'&z> a 
[0010] 

[0011] 

(I) Sc£tt£ •"c 1 _ 6 T;bndr^^;i/7}?n;i/Sj fcfcttS^* bv^ 



1 5 
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2 0 0 2 — 0 1 3 3 6 2 



*i/)l**pjt})] / tf-jl / mm-&2bVfb*},. h< l$* b*cisiJfrtiS-Jim. x 
[0.0 1 2] 

r^(c 1 _ 6 r;i/^;i/)-r^ 7 *;i^^^;i/^^ri/^j jcfe»s#* lv^^lt 
;*^;i/y^ ^yf^i/S, o:^;i/T^ ;i/5r^ri/a, n- 

n-^;i/T^ y /l/tf-^t/g, i J rt/ntfx/i/jfdp te 

□ tf;i/)-T^ ;i/^-^r^«, P-(n-zf?-ji)-T $ J *;v^~;i/^df 

[0 0 13] 
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;s, tf n u p—jvm, tr^i/u-;i/S, ^kvpjvs. ^^v-jim, m 

FS> hjmyx;]/fc-)\s7$ F«, N-^^;i/T-fe^^ F^##tf£*i 

[0 0 14] 

t&ffisS; (i) fc£#& rsuistiTv^T'bAv^r^ k*j fctt, c 
5 KSj £bTte> Mx.iiT^ FX, N-*^/i/y^ F3£, N ,N-^^^;i/T^ 

[0 0 15] 

S (-SCH 3 ) „ x^;^^-» (-SC 2 H 5 ) ^W&nS. 
[0 0 16] 

tu^y&ym. S/frn^-y-ym* i/9w\zf*>m. i/? *yM^i$ 

tfn-;i/^. -fS#V-;i/ak tf^+f-y-^gjt fyy-^, M; 7 

, trv^>^ tr^s^ifc truss?:/*, fh7tFn77 >gt. fh7tF 

*7c, 3£{c, rR 1 ^R 2 x^R 2 i:R 3 XliR 3 ^R 4 if e> bt'7^^1^>^^ 

[0 0 17] 
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t*&u, j:y#*b<ttox»i~4©»sre&y\ $&ic^*u<iiox«i 

~3GD^£T*&y, %oil%#i;b<M:0 3mi~2 nJCSfrS 
#*bV^fcbTW:, l~3<0£»T?&y, *»Jff*l/<ltlXtt2'C*«. 
[0 0 18] 

ItffB^; (i) tc^vNT, rc 2 _ 6 y;i/4-~;i/*j aft, #*jR:8<2~6ffi©7;i/ 

i--f^y-2-4JvS, l-^y-s-^^m. 2- 
y- 1 ->f 2 -zf9-y- 2 -- r Mf^BitxaMft© c 2 _ 6 r ;i/^r 

[0019] 

3r>fre>ii^3*iS7;i^x ;i/a&vu\ bv^£ btiixf-M, 1- 
•^ntf~;i/^ 2-^"nfcfn;i/S, y^-;i>g, ^>^x;i/^, /\*S/x/i/3H8f 

[0 0 2 0] 

(1 , 3-y^^y^>-2->f ;b)^^;i/S3 , 2 , 2-(ynn°i/>^^-^>»x^;i' 
S [JHfcfc -• (1 ,3-^^^-^>-2->f;i/)^^;«] > 2 , 2 -(^ u y V***/) 
x^/bg CSff* : (1 ,3-^#3f-feA->-2— f;i/)*^;i/«] SSftf&tf&jft, £ *J 

b< 14 2 , 2-(^uyp>t^i/)^;imx^S 0 
[0 0 2 1] 

i&sh^: (i) k&vnt, mmmi tit. shrike mnm*. mmm^<D 

~ioi#ffMiSj r^QftaKj ica3tt§#*b^«£b 

Ttt, fcfo-;i/, t?ys?>, \£V#*?y % \£v$s?y* a^vy, v? s J-ji. 

^p;u>, >fy*yys/, ^;>J^x 7*?s?y. ±zr?-vt?y. *v 



2003-3008633 




#2 00 2-013362 



s\*V#s?y* r?v*?y. y^±yhvt>'y, #;wty-;w #;wwy:A 
*V$Vy. 7xt>hn'J>, 7^1-i/y, ^Hrv^y^ ^.y^yty^y, 

>f5mTi/-M fx;75x 7Dtfn-;K try K^u-^^o^ 
tiRtkattre, trnu^>, trn y >, tr^yb>> -f^#Vy> 
, tf^^/u^>, >fs*vys», =EK77j-vy. ^h^nFntf^>, ys?y 

#&ti£*SMgs#&w f &;ru *y« : *L<ttt:y tfy#s?>, try ^ 
tr^>, tr^y *jy^ \?K^vy, =Ejiy*v yMT*$>z> 0 

[0 0 2 2] 

ffrgBsS (i) fc^vxT> A«cfi»s*t)ff* uv^i: urit s<yify^ try 

bry^rs?>, try ^ tr9s*>, bf^yj;>, tf/<^i?>, 
y>, */#n ^n7\ 0 >, 2/^n>^^>, i/? u^yxy^ y^n^D-y, */? 
w\y&y. */9u*9#ym&&tf*>ti&o 

[0 0 2 3] 

»?*C 1 _ 6 T^/=i^ri/atK:ra*il©aEK:s&fc rCj.gT^a^ri/^j tfffi^ L tc 
mZ.lt* b*P* h*rism> ^h^i/xjsifj/I, * h^S/^naK 
^rS/S, Xh^^h^'>i, xhdp^xb^>>«, ^ 

[0 0 2 4] 

ftrfBsS; (i) jc&v^, rry-^^^asj jcfcws ryy-^gj fctti, 

^<Dmm^ -m&xiz~m&;<DTv-;imft2btf*>ti. mm rVy-^^s/ 

19 ffiSE#2 0 0 3 - 3 0 0 8 6 3 3 
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[0 0 2 5] 

*ji>m, j/r;c H r^*^& An^flsc^y/i/a^fS/ai, tKn^e/c 

3*lTV^%J:V^y$ ;l, «&3*lTV>T% J^y* Kit, ^;i/^7^b*, C 
[0 0 2 6] 

(1) l -Kyt/)\y- 4 - [ (2 -^;i/prn- i -^r>^fy >) -2->f;i/] * 

(2) i-/<>^;i/-4- [ (5-* h^s/-2 -7^/*n- l -4y#J y) 
-2->r;i/] *^;i/t^u 

(3) l -^yp/u-4 - [ (5, 6 -e?* b3^>- 2 -^;p^-n- l ->f 
-2 — f;i/] ^^i/tr^y 

(4) 1 -s<y*?fr-4 - [ (5, 6-^Xh^i/-2-7;i/tD-l--f^^ 

jy) -2-4^1 X^JWfJVy, 

(5) 1 -s<yi?JV- 4 - [ [5, 6->^ (1 -7u¥)l*3ri/) -2-7Jl7t 



2 o 
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(6) l -s<ypfr-4 - [ (5, b*i/-2 -yjilru- l ->f 
7» -2--f;i/] H^y^>, 

(7) l-/<>^I/-4- [2- [ (5, 6-*?* |.^cy-2--7;i/^n-l- 

-f>#V» -2--f;i/] tf/<u^>, 

(8) 1-/0^-4- [3- [ (5, h^$/-2-7;i/^n-i- 
-f>*V» -2 — f;t/] ^ntf;i/] if^yy^ 

(9) 1- (2 - y;i/^-n^>^;i/) -4- [(5, 6 h3r*/- 2 
tfn-i — f>#v>) -2--f;i,] ^^;i/tr^u^>. 

(10) 1 - (3 -7;v*w<>pj]/) -4 - [ (5, 6 h*i/- 2 -7 

(11) 1 - (4 -7A/#W<>*?fl/) -4 - [ (5, 6 h3f£/- 2 -"7 

;i/^f-D- 1 ->f >) -2 — f;i/] *^;i/fcT^y 

(12) 1 - (3 Kyi? Jl) -4 - [ (5, 6-Z?*h*ri/-2-7JV 
ytu- 1 -^y#j y) -2-4 ill Z^-JV^KV Vy, 

(13) 1 -Z/?W\3rt/Jl*^;]/- 4 - [ (5, 1***/- 2 -^/l/*- 

n-i — iy#jy) -2-«f)i] ^5^;i/tf^u^>, 

(14) 1 -s<yp;\s-4 - [ (5, hdpi>-2-^nn-i — iy# 
jy) -2-4JH xt-jv^^v t?y. 

(15) 1 -Kyp;v-4 - [ (5, 6 -^mh^*/- 2-^nn- 1 -4 

(1 6) l-/^>^;i/-4- [ (5-:nhdff-6-*h:3f*/-2-#na-l. 

— f>#v>) - 2--r;i/] ^^;n^^u^>, 

(17) 1 -Kyp;v-4 - [ (5, 6 h**/- 2-^n^e- 1 ->f># 
y» - 2 — f;i/] ^^;i/tr^u 

(is) 1 -/<>s;;i/-4 - [ (5, 6-2;* h^>-2-*^;t,- 1 -4 y# 
;y) - 2 -4jii *^)v\f^vvyfriomitnfr-m'z$>z>4y#jymMfa 

[0 0 2 7] 
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(1) - [ (6 -x. 5 h^rS/- 2 -7JVytU- 1 

(2) i-^>e;;i/-4- [ (5 -x. h*y- 6 h*ris- 2 -Z7juitu-.i 



(3) 


l 


-s<yV)v-4- [ [6-;* 5- (r-^nm^^) -2 






(4) 


l 


- (2 -7;i/^n^>^Vl/) -4- [ (5, 6-^3:^*/- 


2 -7JV 


#a - 


l 


->f>£V>) -2-^f;v] *^)i\£KVPy, 




(5) 


l 


- (s -y;i^u^<y^)V) -4- [ (5, 


2-711 


:t ci- 


l 


-jy#;y) -2->r;i/] *^;i/tf^y s?>> 




te) 


l 


- (4 -yflsJruKyy)],) -4- [ (5, 


2-z?jv 




l 


--f>£V» -2 — f;i/] ^^;i/tf/^u^>> 




(7) 


l 


- (2-^nD^y;i/) -4- [ (5, 2 


-37;!/^- 


n- i 




>f>#v» -2->r;p] ^^;i/t: 0 ^u 




(8) 


l 


- (3-^nn^>i?;i/) -4- [ (5, 6 -^m h3f>>- 2 





u-i-^ytfjy) -2 — f;i/] ^^;i/tf^y 

(9) 1- (4-^nn^>^» -4- [ (5, 6-^o:h^e/-2-^;i/^- 
n- 1 -4 y#J y) -2 — ovi tmsV^vpy. 

(10) l-(2-^fM>^)-4-[(5, 6 -*?X.h3ri/-2 -7JI 
*u-l-jy#;y) -2-jjil *?)\sifs<v py, ' 

(11) 1 - (3 -^^-;i/^>^;v) -4- [ (5, 6-i?xhdfj/-2-7;i/ 
:frn- 1 -> f y#j y) -2--f;i/] ^^fcf^y 

(12) 1 - (4 -*^;1//0£>VI/)' -4 - [ (5, 6-POlh*r*/ -2-7JV 

uru-i-jy? J y) -2-j)il *m/\£iv&y* 

(13) 1 D^>^;i/^^;i/-4 - [ (5, $-V^\s*ri/-2-?frJr 
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n-i — fytfjy) -2--r;v] **7i/if/*y 

(14) 1 -i/#W\3ri/;\/*^J]/-4 - [ (5, 6— h 2 - 7)l# 

(15) i -i/^n^\^;i/^^;i/-4 - [ (5, 6-j;ih^>>-2-7;i/t 
u-i-^y#jy) -2 — ^^;i/tf/<y vy, 

(16) l n;f *^;i/*^-;i/-4 - [ (5, 6-i?iFapi/-2-7W 
n-i--f>#v» - 2 --f ;H ^^;n^^u^>, 

(17) 1 -Ky*J)\,-4- [ MPS'- 6-* h3f£/-2 

*u- i-^y$ j y) -2 — r;i/] *^;i/tf^y py^^mu^t=.-m^&^> 

[0 0 2 8] 
[0 0 2 9] 

izmm-zn&^tf, &t L<it7\u^fyjt7mmm. (i^i^^wiffi, % 

j&mmmm. v ymm, mmm. mmstmm ^mu^tfymm. mtuxmrnm. 
, */=lvm^ m^Bmm., 7?mis, #^ymm.m) . mm* 

)i>-fcyW& (WjU$*$yx)]/ftyMi&. h'J7Mn^^>^;i/^>ig, x 
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*yxjifrym&* *.yHyx)vftym&, bfr^yx)vfcyM&, ^yyy- 

wfrym&m , 7^;ks mx\tr^n^^ym&^ pfrz^ymwg) 

*!;±ffi6:A£ft «^#(f&n&. r^£ 

[0 0 3 0] 

*$&mtzmz>'<y#; ynm#*L<&*<DmmmK&misti&mx\**ti?><D 
&.&/xiz, ^mizm%z/y^%mfoffii$mK&mzftz>jy#;y 

^^xmzm^^tit^mmz 000-31925 7 qgrnz 000-31 

9 2 5 8#4fc«, #^2001-13954 7#45t*^tC|aS8©|S3t*i56tCti£v^ 

&#v^rfcK:j:y»9i!U &m-t&z.£ifi'Gi*&. ft^fStt##iWfc»£K: 
[0 0 3 1] 

tc-e^ s >f > $ j y m&fo % t < « -e ©igaKr jc^s s ti « » * ti & © 

[0 0 3 2] 

^^bv^^^brii, tear* 7 4*&m*m&m*<DWMffl* m& 
Ms mm* n-f^^m, */uv?n> bn-m wxm. &m 
m> mmm. Mmm. amm. n-^a^swtfi&tr&ti* 

2 4 ffiIE# 2003-3008 633 
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> &m%\,^nzmfem, mmm. ns^m. mmm. m&m. mmm^m^ & 
wcjnjftjfeflsar, jwtau otttratav. ims«5«bw, phiii,. jh, ^ 

y;i/fcf#>j§g^xx^;K **y -fey >biismxx^;k jKy^-^j/x 

^x^i^tfy^df^nt? u>^n>y^n^y^-^0#BftssM; t Kn* 
^x^;b-k;i/n-x, >Ky7*y/i/fl&, A^Mf-M>jv- aKUx^b 
>^yn~;K jjfy ifx;nfny k>, ^^;b-fe;i/D-^^^©^^^ ; 
x#^-;k ^ v^n^v-;i/^if©®MT;i/n~;b; ^y-fey>, ^ntru> 

-;i/> aKy tfx;i/x~7^;K *^;n=:;i/n-x % x^;i/-fe;i/n-x, r^tfrdf 
A, h^#>K if^^y, ^x^**, t Kn^rS/^n Vji**)vizfru-x 
, ti Kn^r^yntf;i/i2;i/n-^, jffy tfx;i/tfn y K>, stfy yri tf by ^y 
n~^- tfy^S/x^yy - :/ny*>tfy v-, *40i^y&£#\ JBf^nai 

H**th'J9A, T^*hy>, ^*^y. ***** 

2 5 m$E# 2003-3008633 




[#2 002 — 013362 
[0 0 3 3] 

m&m. mmmMmtsti£^mk.r^ nmizzvmm. mmm> mmt. mm. 
mmmm. x-fn mm • mmm^m^z^. ^omisc 

t/vnym. nrnm^m. vymmm. r^n-^m. #*T^3-^E 

SWfc&k KrJffR&ft*!U *H&iPK £ if £Ml T S r £ # T* 

s&k, i&s'tciscT^fcas^M&^-tsfiR^, mm* 
mum. mmmmw. tr*3>s, 7^;t, fii&au A9t»«fin«eD^&n 

, 'Ms fi$mi>i®»B, M®JU*tt&Meicj£i;T&& 

ItlOO/jg^Sg, S?)tC^H<ttl00/ig~100mg$:, 
»30/ig~lg ) #£U<&1 0 0 a g~5 0 Omg, ZbKft$.L<tel 0 
0 a g~3 Omgfc^tl^til EXIiSBIlC^^tt^t 
[0 0 3 4] 
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(i) u-tz^#-c?)ie§g 

WeberP><Z)^^(Proc.Natl.Acad.Sci. 83, 8784-8788, 1986) JC*fflU£:J£*T 
©#&{CJ; U?Tofc 0 (Crj, Hartley, B&^V -Jl^V A~) 

i oh (fti2 3 4 g~2 6 0 g) *mmMskm?£zi£. a^f>*»K:«s:aimL. 

bl0fiO5 0mM Tris-HCl (pH7.4) fein*., 5^7 
n>^J^ i E^>fif- , T?^ J E^^W Xlfct, 41C, 5 0 0 0 0xgt20^I 

(2) 

«tft<ft«i:bTTIS(b^J6Ml, 5, 7, 12, 15, 16, 2 2 , . 3 2 IC^I, 
-4- [ (5, 6 h=^>- 1 -4 y#J y) -2 — Oil X^fl/V^VP 

TvKj^^-zr (m-^=L-7, drl) mfcrnmrnwuto. ul, 

5 0 mM Tris-HCl buffer (p H 7 . 4 ) 0.3mL, 3 H-DT 
GmWL (3. 2nM) O.lmLfeitJfbt^- Mfflim 5 

mg tissue) O^mL^ 2 5° Ct 1 tf|>f h bfe 

. jy^rzLK-h^ 0.3%Xf PW^Mbfcii (GF/B, Wh a 
tman) SM^SBfibfe©"^ ffiffi&m^M^M^A^ T^lf >JC#U 
#i/>fl/-^- (Atomlight, PACKARD) 5 mL %j]U L 
fcH» I/- 5/ a (1 5 0 OS, PACKARD) 

y ic 5 0 % DMSOjUIfe, #M$&tt&-£ft&$& 
«tt%*©f^*>yKl Haloperidol (100/tM) S:iWAra«©fR 
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(3) mwm&wm 

fe 0 Dose-response curve MIft#jftf 

Ik #««©fltM^K<iK:#bTVny logit-log =E5*;wc&TfcJ:«>|g 

!l§L£ 0 IC 50 ( 3 H-DTGt hWfilI«^l:5 0%lf f§ 

[0 0 3 6] 

*i*mK.frfr&ft&m<Dt/7'?ami*mmm (ic 50 ) raT<z>*n<T»&3 0 







1 


« 




ID 


7 


U 


12 


2.S 


15 


t.1 


ft&a t« 


M 


*&« 22 


U 




2LS 


*) 8JH*l* 


ia.7 



[0 0 3 7] 
[0 0 3 8] 
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an (Ellman. G. L. , Courtney. K. D, Andres. V. .Featherstone. R. M 

.; Biochem. Pharmacol., 7, 88-95, 1961) IZ^M LtXXf7-f £ 
bfc. DTNB [5, 5 ' -S^tftf* (2--hn^lfI) ] , SSI£LT<Z>7 

rL/^-i/H^^, jg£l,fc^:jy >#DTNB£HJSU 4CSffiliS:4 12 

o #itMfflTtf^3'J >n:;*5^-1?|i&W?Sf$£, 5 0%P1W^ (IC 
50 ) £LT##)£: 0 

titfkm^nLTTm&mmMi, 2, 8, 11,' uizmhfcj y#jymm& 

)l> - [ (5, 6-*?*h*i/- 1 — f>#V» -2->f^ 

[0 0 3 9] 





tC (nUl 


ansa t 


0.7J 


ram 


039 1 


**w a 


US 






g*« « 


IJ 




SJ 



[0 0 4 0] 
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[0 04 1] 
[0 0 4 2] 

MM&Si i-^>s?;i/-4- C (6-xh3p^-2-^;i/^-n-5-^ h*ri/ 

-l — jy#jy) - 2->r;i/] *jy • mmMo^m 

Uti o] 

l-s<>*?JV-4 - [ (6 -XLh*i/~ 5-* >3f*/- 1 ->f >) -2- 

-f^] ^^^fcf^U ^>0.14gi:^ h^tl Kn^^XTHF) 7mltC^8?U -78°C 
(c^Sjl^ y ^ ? A trx (h'j^f;^y;i/) 75 F(1.0M THFM) p . 53ml £ 
&At>£„ 30£*l®£ntT-78rfrk-10T;i;T?#?SL£:^ St>-78°CK:#£|JU 
N--7)\sJrW<yi2yX)l7*>4 * K0.17g<Z)THF 3ml?g?££gAl<£o -78 

% 70mg (48%) 

*H-NMR (400Mz:CDCl 3 ) 8 : 1.35-1.45 (2H,m) , 1.48 (3H,t, J=6.8Hz) , 1.58-1.7 
7 (4H,m), 1.90-2.08 (3H,m), 2.80-2.88 (2H,m), 3.26 (lH,dd, J=16.8Hz, J=24H 
z), 3.30 (lH,s), 3.47 (2H,s), 3.96 (3H,s) , 4.12 (2H,q, J=6.8Hz) , 6.82 (1H 
,s), 7.18 (lH,s), 7.21-7.33 (5H,m). 

ESI-MS : m/z = 412 (M+H + ) . 
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[0 0 4 3] 

- i-jy#;y) -2 — fjkJ ^±Jk^m 2> : Mfe%g>^)a 
[ftii] 

o 

MoO, 



£RI*HCUT, «EJI«fe*>f/I/«©*«-fb-&* (1K#) (48% 

) 

1 H-NMR (400Mz:CDCl 3 ) 8 : 1.35-1.45 (2H,m), 1.53 (3H , t , J=6 . 8Hz) , 1.58-1.7 
7 (4H,m), 1.90-2.08 (3H,m) , 2.80-2.88 (2H,m) , 3.25 (lH.dd, J=16Hz, J=24Hz) 
, 3.29 (lH,s), 3.47 (2H,s), 3.90 (3H,s), 4.19 (2H,q, J=6.8Hz) , 6.80 (lH.s 
), 7.19 (lH,s), 7.22-7.33 (5H,m). 

ESI-MS : m/z = 412 (M+H + ) . 
[0 0 4 4] 

jyjfgy l -KyV)\,~ a- [ [2 -yjitfu- 6 -;*b=fr$/-5- ( 1 - ^ 

m 

[it 12] 



MoO 
(«vPi)0 



) 

*H-NMR (400Mz:CDCl 3 ) 8 : 1.07 (3H,t,J=6.8Hz) , 1.35-1.46 (2H,m), 1.59-1.7 

7 (4H,m), 1.87-2.08 (5H,m), 2.80-2.87 (2H,m), 3.25 (lH.dd, J=16Hz, J=24Hz) 

, 3.29 (lH,s), 3.47 (2H,s), 3.89 (3H,s), 4.06 (2H,t,J=6.8Hz) , 6.80 (lH,s 
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#2002—01336 2 



), 7.18 (lH,s), 7.22-7.32 (5H,m). 

ESI-MS : m/z = 426 (M+H + ). 
[0 0 4 5] 

mmmi 1- X2-y;i*v<yi?)\,) -4- [ (5, a-v^b*^- 2- 

[fi:i3] 



) 

*H-NMR (400Mz:CDCl 3 ) 5 : 1.35-1.45 (2H,m), 1.47 (3H,t,J=6.8Hz) , 1.52 (3H 
,t,J=6.8Hz), 1.57-1.79 (4H,m), 1.96-2.07 (3H,m) , 2.82-2.90 (2H,m), 3.24 
(lH,dd,J=16Hz,J=24Hz), 3.28 (lH,s) , 3.55 (2H,s), 4.11 (2H,q, J=6.8Hz) , 4. 
18 (2H,q,J=6.8Hz), 6.79 (lH,s), 6.98-7.04 (lH,m), 7.07-7.12 (lH,m), 7.17 
(lH,s), 7.19-7.26 (lH,m), 7.36 (lH,dt,J=1.6Hz, J=7.6Hz) . 

lit, mnB^^nmt^m^mr^ 

ESI-MS : m/z = 444 (M+H + ) . 
[0 0 4 6] 

mt&M5 1- (3-7 fyTtuKyVfr) -4- [ (5, 6-^lhjr'>-2-7 

;i/^-p- l -4y #J y) -2-^jvl j*^;btf^u yy • wm^a-erfi. 
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) 

1 H-NMR (400Mz:GDCl 3 ) 8 : 1.34-1.46 (2H,m), 1.47 (3H,t,J=6.8Hz) , 1.52 (3H 
,t,J=6.8Hz), 1.59-1.78 (4H,m) , 1.92-2.09 (3fl,m), 2.79-2.88 (2H,m), 3.25 
(lH,dd,J=16Hz,J=24Hz), 3.29 (lH,s), 3.46 (2H,s), 4.11 (2H,q, J=6.8Hz) , 4. 
18 (2H,q,J=6.8Hz), 6.80 (lH,s), 6.89-6.96 (lH,m) , 7.02-7.09 (2H,m), 7.18 
(lH,s), 7.22-7.29 (lH,m). 

^ti^^fci vmmm.t u ; -;i//t-^;i/*^;i/x-^;i/fr 

ESI-MS : m/z = 444 (M+H + ) . 
[0 04 7 ] 

l- (4-^;i/^-n^>^;i/) -4- [ (5, 6 -Vmh**/- 2 -7 



;i/^-p - l -^y#j y) -2->f;i/] Z^-K^^V *?y - mm&<£>*&f& 
[ft 15] 



) 

*H-NMR (400Mz:CDCl 3 ) 8 : 1.33-1.42 (2H,m), 1.47 (3H,t, J=6.8Hz) , 1.52 (3H 
,t,J=6.8Hz), 1.57-1.77 (4H,m), 1.88-2.08 (3H,m) , 2.77-2.84 (2H,m), 3.27 
(lH,dd,J=16Hz,J=24Hz), 3.29 (lH.s), 3.42 (2H,s) , 4.11 (2H,q,J=6.8Hz) , 4. 
18 (2H,q,J=6.8Hz), 6.80 (lH,s), 6.95-7.02 (2H,m), 7.18 (lH,s), 7.22-7.27 
(2H,m). 

ESI-MS : m/z = 444 (M+H + ). 
[0 0 4 8] 

H%i7 1- (2-^nnK>y;y) -4- [ (5, 6 -^m h*r*s~ 2 -7 

;i/7hn-i — f>#V>) -2 — f;i/l ^^-;i/br^u Vy • iftgfttttg)^ 



3 3 



mt£#2.0 03-3008633 
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Hfcl 6] 



) 

1 H-NMR (400Mz:CDCl 3 ) 8 : 1.37-1.47 (2H,m), 1.47 (3H,t, J=6.8Hz) , 1.52 (3H 
,t,J=6.8Hz), 1.59-1.80 (4H,m), 1.99-2.13 (3H,m), 2.84-2.92 (2H,m), 3.26 
(lH,dd,J=16Hz,J=24Hz), 3.30 (lH,s), 3.58 (2H,s), 4.11 (2H,q, J=6.8Hz) , 4. 
18 (2H,q,J=6.8Hz), 6.80 (lH,s), 7.14-7.25 (2H,m) , 7.18 (lH.s), 7.33 (1H, 
dd, J=1.6Hz,J=7.6Hz), 7.47 (lH,dt,J=1.6Hz,J=7.6Hz) . 

ESI-MS : m/z = 460 (M+H + ) . 
[0 0 4 9] 

jyillg 1- (3-^nP^>W -4- [ (5, 6 h*ci/- 2 -7 

MEz l — (y#J — 2 ->f;i/] ^/i/tr^u ^> • &kWt&<D&j& 
Mbi 7] 

) 

^H-NMR (400Mz:CDCl 3 ) 8 : 1.35-1.45 (2H,m) , 1.47 (3H,t, J=6.8Hz) , ,1.52 (3H 
,t,J=6.8Hz), 1.59-1.78 (4H,m), 1.90-2.08 (3H,m) , 2.77-2.86 (2H,m), 3.25 
(lH,dd,J=16Hz,J=24Hz), 3.29 (lH»s), 3.43 (2H,s), 4.11 (2H,q, J=6.8Hz) , 4. 
18 (2H,q,J=6.8Hz), 6.80 (lH,s), 7.16-7.33 (4H,m), 7.18 (lH,s). 



3 4 



tfSIE# 2003-3008633 
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ESI-MS : m/z = 460 (M+H + ) . 
[0 0 5 0] 

1- (4-»pnK>^» -4- [ (5, 6 -*?3L h^-i/- 2 -7 



;i/tn-i — fytfjy) -2 — f;i^] ;*^;i/bf^u yy - m®mgy&& 
[ftis] 



) 

VNMR (400Mz:CDC1 3 ) 8 : 1.33-1.43 (2H,m), 1.47 (3H,t,J=6.8Hz) , 1.52 (3H 
,t,J=6.8Hz), 1.60-1.77 (4H,m), 1.89-2.07 (3H,m) , 2.76-2.84 (2H,m) , 3.24 
(lH,dd,J=16Hz,J=24Hz) ? 3.29 (lH,s), 3.42 (2H,s), 4.11 (2H,q, J=6.8Hz) , 4. 
18 (2H,q,J=6.8Hz), 6.80 (lH,s), 7.18 (lH,s) , 7.21-7.28 (4H,m). 

lit, mn&&faB l <Dmmik&m*mt=. a 

ESI-MS : m/z = 460 (M+H + ) . 
[0 0 5 1] 

tgHfjjj 1 0 1- (2 -*?-JlKy PJkl -4 - [ (5, 6 -y^h^ri/- 2- 

7;i#u- i -^y #j y) -2--Y;i/] ;*^;i/tf^y py • ffigftjfeg)^ 

[ft 1 9 ] 



BO 
BO 



5£»Jl hW^JcbT, iffit^;^0iift^!| (Xlfctt) £#fc„ (70% 
) 

1 H-NMR (400Mz:CDCl 3 ) 5 : 1.31-1.40 (2H,m), 1.47 (3H,t,J=6.8Hz) , 1.52 (3H 
,t,J=6.8Hz), 1.58-1.76 (4H,m), 1.91-2.08 (3H,m) , 2.34 (3H,s), 2.78-2.86 
(2H,m), 3.25 (lH,dd,J=16Hz, J=24Hz) , 3.29 (lH,s) , 3.40 (2H,s) , 4.11 (2H,q 
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,J=6.8Hz), 4.18 (2H,q,J=6.8Hz), 6.80 (lH,s), 7.10-7.16 (3H,m), 7.18 (1H, 
s), 7.22-7.27 (lH,m). 

ESI-MS : m/z = 440 (M+H + ). 
[0 0 5 2] 

mmmi 1 i- (3-^^;t/^>^;i/) -4- [ (5, 6-^xh^r$/-2- 

7;i/^-n-i — (y#sy) -2 — f;i/] j*^;vt^u *jy • ifcm&(Z>£-j£ 
[ft 2 0] 

^Ml^li^fcbT, ^jt^-f;i/^(DMfflft^ (^H#0 £#fco (77% 
) 

*H-NMR (400Mz:GDCl 3 ) 8 : 1.35-1.45 (2H,m), 1.47 (3H,t, J=6.8Hz) , 1.52 (3H 
,t,J=6.8Hz), 1.57-1.78 (4H,m), 1.89-2.08 (3H,m), 2.34 (3H,s), 2.80-2.88 
(2H,m), 3.24 (lH,dd,J=16Hz,J=24Hz) , 3.29 (lH,s), 3.43 (2H,s), 4.11 (2H,q 
,J=6.8Hz), 4.18 (2H,q,J=6.8Hz), 6.80 (lH,s) , 7.04-7.14 (3H,m), 7.18 (1H, 
s), 7.19 (lH,t,J=7.2Hz). 

ESI-MS : m/z = 440 (M+H + ) . 
[0 0 5 3] 

mmm 1 2 1- (4-*^;i^>sw -4- [ (5, 6-yxh^^-2- 

y)i*u-i — jy#sy) -2--0H ;*^;i/tf^u Vy ♦ jfe^jfc<z)£-j% 
[ft 2 1 ] 



3 6 



£HfE# 2 0 03-3008633 




##2 



002—013362 



mmmi nm^Kvx, ^^>f^t©sift^ otgftflo (74% 
) 

^H-NMR (400Mz:GDCl 3 ) 6 : 1.34-1.43 (2H,m), 1.47 (3H,t, J=6.8Hz) , 1.52 (3H 
,t,J=6.8Hz), 1.57-1.77 (4H,m), 1.88-2.07 (3H,m), 2.33 (3H,s), 2.79-2.87 
(2H,m), 3.26 (lH.ddj J=16Hz,J=24Hz) , 3.28 (lH,s), 3.43 (2H,s), 4.11 (2H,q 
,J=6.8Hz), 4.18 (2H,q,J=6.8Hz) , 6.79 (lH,s) , 7.14 (4H,dd, J=8Hz, J=27.2Hz 
), 7.17 (lH,s). 

hot, mn&&mM,(Dmmit&m*mf=.. 

ESI-MS : m/z = 440 (M+H + ) . 
[0 0 5 4] 

jiMl 3 1 -£/ j?P^v>5 L ;i'^;i/-4 - [ (5, 6 -S?3C b*ri/- 2 -7 

i -^>jfy » -2-w;i/] *^/i/tf^u • %ffiKg>-£jiS 

Ift22] 



ao, 

BO 



*st«i fcw«cbT, w^*^^©**^* mmm znt=. e (32% 
) 

1 H-NMR (400Mz:CDCl 3 ) 8 : 1.12-1.22 (2H,m), 1.39-1.81 (12H,m), 1.48 (3H,t 
,J=6.8Hz), 1.52 (3H,t,J=6.8Hz), 1.91-2.12 (4H,m), 2.29 (2H,d, J=7.2Hz) , 2 
.89-2.98 (2H,m), 3.26 (lH,dd, J=16Hz, J=24Hz) , 3.30 (lH.s), 4.11 (2H,q,J=6 
.8Hz), 4.19 (2H,q,J=6.8Hz), 6.81 (lH,s), 7.18 (lH,s). 

ESI-MS : m/z = 418 (M+H + ). 
[0 0 5 5] 

MMM 1 4 1 W\*r*;JV 4 - [ (5, 6 - $7x b 3r>>- 2 - V 

;V^P- 1 ->f >*V>) -2 — Obi jljM/ggJj 2> • jjljjlg)^ 

3 7 2003-3008633 
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mmmi nmmizLx. #n&*4juik<x>mmfcitm mmm (64% 
) 

1 H-NMR (400Mz:CDCl 3 ) 5 : 0.78-0.90 (2H,m) , 1.09-1.27 (3H,m), 1.31-1.78 ( 
12H,m), 1.47 (3H,t,J=6.8Hz) , 1.52 (3H,t,J=6.8Hz) , 1.82 (2H,t,J=11.6Hz ), 
1.97-2.05 (lH,m), 2.06 (2H,d, J=7.2Hz) , 2.76-2.84 (2H,m) , 3.25 (lH,dd,J= 
17.2Hz,J=26Hz), 3.30 (lH,s), 4.11 (2H,q, J=6.8Hz) , 4.18 (2H,q,J=6.8Hz) , 6 
.80 (lH,s), 7.18 (lH,s). 

ESI-MS : m/z = 432 (M+H + ) . 
[0 0 5 6] 

gjjl 5 l -->^q/\^;i/^^;b-4 - [ (5, 6 -y:n hfrS/- 2 -7 

mmmi tmmizLx, mn^-f^^mm^m mmm (33% 
) 

X H-NMR (400Mz:CDCl 3 ) 8 : 1.05-1.16 (2H,m), 1.34-1.78 (17H,m) , 1.47 (3H,t 
,J=6.8Hz), 1.52 (3H,t,J=6.8Hz), 1.89 (2H,t,J=11.2Hz ), 1.96-2.08 (lH,m), 
2.09 (2H,d,J=7.2Hz), 2.80-2.90 (2H,m), 3.26 (lH,dd, J=16Hz , J=24Hz) , 3.30 
(lH,s), 4.11 (2H,q,J=6.8Hz), 4.19 (2H,q, J=6.8Hz) , 6.81 (lH,s), 7.18 (1H 
,s). 
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ESI-MS : m/z = 446 (M+H + ) . 
[0 0 5 7] 

mmmi 6 l-*/gp;frg?-;i/*?-;i;-4- [ (5, 6 -£>'X hfrt/- 2 -7 

;b^-p-i — jy#jy) -2->f;i/] ;*^;vb:°^u • jjgjjjg)^ 

CAS2 5] 

3tt««lfcH«K:l,T, HEH^^-f ^«©*fflft-&«j (3«#0 (69% 
) 

1 H-NMR (400Mz:CDCl 3 ) 8 : 1.13-1.22 (2H,m) , 1.30-1.76 (20H,m), 1.47 (3H,t 
,J=6.8Hz), 1.52 (3H,t,J=6.8Hz) , 1.79-1.87 (2H,m), 2.01 (2H,d, J=7.2Hz) , 2 
.76-2.83 (2H,m), 3.26 (lH.dd, J=16Hz, J=28Hz) , 3.30 (lH,d, J=2.8Hz) , 4.11 ( 
2H,q,J=6.8Hz), 4.19 (2H,q, J=6.8Hz) , 6.80 (lH,s) , 7.18 (lH,s). 

lit, MeMScisMt&ifeo' 

ESI-MS : m/z = 460 (M+H + ) . 
[0 0 5 8] 

ilii 7 i -s<yp;i-4- C (5->>yy^ 2 -^jurn- 6 - 

* 1 ->f >*V» -2-^f;b] ^^;i/tf^u 2> : jjjjj&o^c 

Hfe2 6] 



NC^O 



17-1) i-^>^;i/-4- c [5- (t-^;i/) ^^^;i/$/u;i/^-^r->- 

4§H^2 - 1 6 9 5 6 9 \zmm<D 1 C ( 5 - bl Kn^f £/- 6 h 
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i ->f y#j y) -2--f;i/] *^;i/^y ^o^Og^^*^;!/^;^ 
r^F (dmf) 10bHc»#u >f ^ *V-;i/0.23g£ (t-^;i/) s?*^;i/*n 

^i"J»ii7A^n?b^7^- mfc*?-vy/* $ ; -)i?k) izx 

»3S'LT*jH'fb^*0.51« (78%) 

"^H-NMR (400Mz:CDCl 3 ) 8 : 0.89 (6H,s), 0.91 (9Hs) , 1.15-1.45 (3H,m), 1.53 
-1.74 (3H,m), 1.77-1.92 (3H,m), 2.52-2.62 (2H,m), 2.76-2.84 (2H,m) , 3.09 
(lH,dd,J=7.2Hz,J=16.8Hz) , 3.40 (2H,s),. 3.73 (3H,s), 6.75 (lH,s), 7.06 ( 
lH,s), 7.13-7.25 (5H,m). 

17-2) 1 -^>S?;i/-4 - [ (2 -yfysfU- 5 -\L Fn^r>>- 6 h*c 

y-i-^y#jy) -2-^f;i/] xt-k^^v yy 

JllHl ~^yV)\y-A - [ [5- (t-^>;i/) ^jl^S/y^^rS/- 6 

. h^>>- i -jy#j >] -2--r;i/] ^^;i/tf.^u s;>o.50«&mg«i fcw 

Zl4xS:THF12mHC^b, 7 >yfb-x" h ^ttA/Ty^ — V A (l.OMTHF^M) 1.15 
;97%) 

*H-NMR (400Mz:CDGl 3 ) 8 : 1.40-1.54 (2H,m) , 1.58-1.80 (4H,m), 1.97-2.11 ( 
3H,m), 2.90-2.98 (2H,m), 3.22 (lH,dd, J=16Hz,J=20Hz) , 3.26 (2H,s), 3.91 ( 
3H,s), 6.86 (lH,s), 7.20 (lH,s), 7.22-7.36 (5H,m). 
ESI-MS. : m/z = 384 (M+fl + ). 

17-3) l-^yVjU'-A - [ (5-^7;^h^r->-2-7MD-6-^ 

V*y- i -jy #j y) -2-4ji>1 **n>\£'<v &y 

l -Ky*j)\,-4 - i (2 -yjistu- 5 -m Kn*S/- 6 h3r*/- 1 --f 



£|B£4$ 2003-3008633 



#2 002 — 013362 



y#jy) -2-4 ;U] ^^;btf^U *?>0.15g&DMF4mllC?§j8?U ^KTp-T (60% 
) h U ^A39mgSriU^fe 0 30#IBIf*l£tk M:1tT± h-b U;i/0. 068ml 

fcaiS & #m M ?*J* ^> y * # ^ a * □ v h ^ 7 w - (mt * * u y / * * 

y-;w&) izrmmis. mmit^mzimg (13%) 

h-MR (400Mz:CDCl 3 ) 8 : 1.37-1.48 (2H,m), 1.60-1.79 (4H,m), 1.94-2.05 ( 
3H,m), 2.83-2.91 (2H,m)., 3.30 (lH,dd,J=16Hz,J=28Hz) , 3.34 (iH,s), 3.50 ( 
2H,s), 3.92 (3H,s), 4.93 (2H,dd, J=16Hz, J=20Hz) , 7.00 (lH,s), 7.22-7.33 ( 
5H,m), 7.27 (lH,s). 

ESI-MS : m/z = 423 (M+H + ) . 
[0 0 5 9] 

MMM i 8 i-^>^-4- [ (2 -yjiTtn- l -jy #J y) -2-4 
?vi *^/i/t^u yy - 

[ft2 7] 

#H 2000-319258 JCfB*gttli?^T-& y , J/^5W#»^)ife*L 
[0 0 6 0] 

$mW 1 9 1 -^>^-4 - [ - 2 -7^P- 1 ->f > 

y>) -2-4JV] *^;btf^U i?y - 
Ut 2 8 ] 



2000-319258 K:flB*Mfr&« , T*» y, S/^giMMfflStb 

4 1 ffi$E# 2003-3008633 
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[0 0 6 1] 

mMM 2 o i-K>^;i/-4- [ (5, 6 -V* 2 -?;i/;fD- l 

-f>*V>) -2-^f;i/] ^^;btf/^u ^> • jgyggjj 

[ft2 9] 



#i2 000-31925 7(Cfa^b^T'feU, J/^SMMM&tb 
[0 0 6 2] 

HJ&M 2 l l -Kyy;v-4 - [ (5, 6 -$?xh$p*/- 2 -7;i/^n- l - 
^>*V» -2 — f;v3 3t^^fcT^uy>- 

.[ft3 0] 



O 

BO. 



#512 000-31925 8IC|aift^$y, S/^V*##»^««:*b 
[0 0 6 3] 

mmmz 2 1-/0^-4- c [5, e-p (i-^uiza,***/) -2- 

7;b^-n- 1 >] -2 — f;i/] ^^;i/tf^u^> 

Mfc 3 1 ] 

0 

<*P«)CX 



(rvPOO' 



#g|2 00 0- 31925 8{CfB^-fb-^%T'feU> 
[0 0 6 4] 



4 2 
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mmm 2 3 l -*<yVfy-4- C (5, 6-*?* V**/-2-7]H/*u- 1 - 
jytfjy) -2->f;v] tf^u*?> 
Ut3 2] 

^2 0 0 0-3 1 9 2 5 8 tCfB«^%^S> U, ^^§MMMS:f b 
[0 0 6 5] 

HjSM 2 4 l-/<>^-4- [2- [ (5, 6-y^bjp^-2-7MP 

-i-^f>jfy>) -2->f;i/3 ¥KV*?y 
[ft 3 3] 



«R|2 0 0 0-3 1 9 2 5 8Cia«^«l7f»y, ^^£##8r&flUB«:#U 
[0 0 6 6] 

glUM 2 5 i-^>^;i/-4- [3- [ (5, 6 -s?* h=fr->- 2 -^;i/^-n 

[ft3 4] 

^2 0 0 0-3 1 9 2 5 8 (Cfa*^^#^fe »J , ^S^fMS^JB b 
[0 0 6 7] 

2 6 1- (2 -7;i/^-n^>^;i^) -4- [ (5, 6 -p* saps/- 2 

4 3 ffitE4# 2003-3008633 
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MISS 5] 



MoO 
MaO 



#H3 2000-319 25 8\zmmfci*®-Z2bV. S/^TS*ft«^fflS:f b 
[0 0 6 8] 

7 1 - (3 - 7 JV^UKy^JV) -4 - [ (5, h*^- 2 

-7;v*u- i - j>#; y) -2--y;v] z^k^kv yy - mmffi. 

lit 3 6] 

#W 2000-31925 8Ce*to£*re*y, ^^S*#*g-&ftM§«:^L 
[0 0 6 9] 

^jjgM 2 8 i - (4 -4 - C (5, 6 -V* h*y- 2 

[ft 3 7] 

KM 2000-319258 KHB*fb^<&^& U > ^ ^7S*»M^M h 
[0 0 7 0] 

jif2 9 1 - (3 -*?-;Vs<yi?)l) -4 - [ (5, 6 2 - 

yjij-u- i -Ay 9 J >) -2->f;v] *^;n^u s?> • &Bfc& 



4 4 ffilE#2 0 0 3 - 3 0 0 8 6 3 3 




mm 2000-3192 5 8lCffl«ffr&«re&»j, ^^^MMM^tL 
[0 0 7 1] 

jyjjSjg o i ->>^n^\^>>;i/^^;i/-4 - [(5, 6 h^r*/- 2 -7 
Cfb3 9] 

2000-31925 SiCfB^tS^Tfey, i/^^MMffl^f b 
[0 0 7 2] 

H]gfeffl]3 1 l-/Q^;i/-4- [ (5, 6-V*h*c*s-2-?UU- 1-4 

y#jy) -2->f;i/] tmwj yy : i&mi& 
[fb4 0]- 

#H 2001-139547 lC|B«ftlM^& U, 5/ 7^%.mW1&1$Wm *M b 
[0 0 7 3] 

nmffl 3 2 i-^>^;b-4- [ (5, 6-yxb=frs/-2-?DD-i-^ 
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[ft4 1] 



0 

BO. 



HC1 



#^2001-139547 Kl|B«flS-&«Tf» »J , 2/ ^TglEftfiMM L 
[0 0 7 4] 

IIIIM3 3 l-/<>^-4- [ (5 -Xb^r^~ 6 bap*/- 2^»np 

- i-jy#j y) -2 — fjv] 3t^^/tf^u^> • jftiftjS 

[ft 4 2] 



0 



#g§2 001-13954 7Kl|a«ft^*Tf*y, S/^7g»ft8^ffiSf b 
[0 0 7 5] 

Hflfeffl 3 4 l -^>S>Vl/-4 - C (5, 6 -V* h*i/- 2 -^d^- 1 -4 
y#jy) -2 — £2k3 *±nt¥±5^JZ> 

[ft 4 3] 



o 

MsO 



#!& 2001-13954 7|CB«ft-&<*Tf*y, 5/ ^VS^ftfiMM b 
[0 0 7 6] 

5 1 -/QS?/l/-4 - [ (5, h^rS/- 2 -*¥J\r- l~d 
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[ft4 4] 

#!§ 2001-139547 JCffi«<fb-&<»T*& *J , b 
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#2002-013 3 62 



WW*] 



mm: 

mmi 2 -em- 1 -<< y #j ymmfcMWM y#j ym^m***** 




(I) (ft, (R 1 , R 2 , R 3 ^3<J;t>*R 4 iiim-XMM^oT7K^M^ An 



C^QTisJVm. e^|$tlTV^T : b«}:V^C 1 _ 6 r;l/=Idr^/^;l/3^fn;^^ 

V%T%i:VNC 1 _ 6 5 L ^-r;i/=i^>>«S:^l^ $ blZR 1 £R 2 XIZR 2 HR S Xl*R 3 
mttOXttl 6<£>^ifc&^-f\ ) T*^I3 ftSXfr SjjgfcEtlfc V^^lfr© 




miE# 2003-3008633 



^ #2002-013362 W 

^iVNCj.gT;!/^;^ gil§tiTv>Tt. e l;v%c 2 _ 6 r;i/^~;b^ % gglSti 
Tv^*> <kv^C 2 _ 6 r;i/dpn;i/S. tiT ^ <k v> C 3 _ 8 ^ # ur;v^rjv 
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